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DEPARTMENT  OF  ENERGY 

10CFR  Part  745 

Protection  of  Human  Subjects 

agency:  Department  of  Energy. 
action:  Proposed  rule. 

summary:  Executive  Order  12044  sets 
forth  a  program  of  regulatory  reform  to 
be  followed  by  all  executive 
departments.  One  element  of  that 
program  is  periodic  review  of  existing 
regulations.  The  Department  of  Energy 
is  committed  to  review  all  of  its  existing 
regulations  within  five  years,  on 
schedule  set  forth  in  the  Federal 
Register  for  May  8, 1980,  45  FR  30448. 

As  part  of  that  commitment,  the 
Department  has  reexmained  the 
regulations  contained  in  10  CFR  Part 
745.  These  regulations  deal  with  the 
protection  of  human  subjects  in  research 
activities  supported  by  the  Department. 

In  this  notice,  we  are  proposing 
regulations  that  will  supersede  the 
existing  requirements.  These  proposed 
regulations  are  intended  substantially  to 
duplicate  the  policies  and  procedures 
proposed  by  the  Department  of  Health 
and  Human  Services  on  August  14, 1979 
(44  FR  47688).  The  primary  responsibility 
for  adequate  review  and  approval  to 
protect  human  subjects  of  research 
activities  sponsored  by  the  Department 
of  Energy  is  placed  on  the  institution 
that  receives,  or  is  accountable  to  the 
Department,  for  the  funds  awarded. 
date:  Written  comments  on  the 
proposed  rules  are  requested  and  should 
be  received  on  or  before  November  29, 
1980,  if  they  are  to  be  given  full 
consideration. 

ADDRESS:  Written  comments  or  requests 
for  additional  information  should  be 
sent  to:  Joseph  R.  Blair,  M.D.,  Human 
Health  and  Assessments  Division,  EV- 
32  (GTN),  Office  of  Heal'h  and 
Environment  Research,  U.S.  Department 
of  Energy,  Washingtcii,  D.C.  20545. 

FOR  FURTHER  INFORMATION  CONTACT: 
Joseph  R.  Blair,  M  D.,  (301)  353-5355. 
SUPPLEMENTARY  INFORMATION:  The 
proposed  regulation  for  the  protection  of 
human  research  subjects  continues  the 
major  thrust  of  DOE's  existing 
regulations  by  providing  protection  for 
human  subjects  of  research  conducted 
or  supported  by  DOE.  and  requiring 
Institutional  Review  Board  (IRB)  review 
and  approval  of  DOE-supported 
research  involving  human  subjects. 
However,  the  proposed  regulation  is 
designed  to  update  and  improve  upon 
the  existing  DOE  regulation  by 
developing  basic  elements  of  informed 
consent  that  are  a  necessary 


prerequisite  to  research  subject 
participation,  and  by  requiring  that  IRB 
membership  consist  of  individuals  of 
diverse  backgrounds,  including  at  least 
one  non-scientist  such  as  a  lawyer  or  a 
clergyman. 

The  proposed  regulation  will  allow 
institutions  with  an  approval  general 
assurance  on  file  with  the  Department  of 
Health  and  Human  Services  (DHHS)  to 
comply  with  DOE’s  regulations  by 
submitting  a  document  to  DOE  stating 
that  they  have  an  approved  general 
assurance  on  file  with  DHHS. 

The  Department  has  reviewed  this 
proposed  regulation  in  accordance  with 
Executive  Order  12044  and  DOE  Order 
2030.1.  It  was  determined  that  this 
proposed  regulation  is  not  a  significant 
regulation,  nor  will  it  have  a  major 
economic  impact.  Thus,  the  preparation 
of  a  Regulation  Analysis  is  not  required. 
The  Department  also  has  determined 
that  the  proposed  regulation  clearly  will 
not  have  a  significant  impact  on  the 
human  environment  so  that  no 
environmental  assessment  or 
environmental  impact  statement  is 
required. 

Existing  Part  745  of  Chapter  III,  Title 
10,  of  the  Code  of  Federal  Regulations  is 
proposed  to  be  superseded  by  the 
following  rule,  as  set  forth  below. 

Issued  in  Washington,  D.C.,  November  12, 
1980. 

Ruth  C.  Clusen, 

Assistant  Secretary  for  Environment. 

PART  745— PROTECTION  OF  HUMAN 
SUBJECTS 

Sec. 

745.1  Applicability. 

745.2  Policy. 

745.3  Definition. 

745.4  Submission  of  assurances. 

745.5  Types  of  assurances. 

745.6  Minimum  requirements  for  general 
assurances. 

745.7  Minimum  requirements  for  special 
assurances. 

745.8  Evaluation  and  disposition  of 
assurances. 

745.9  Obligation  to  obtain  informed  consent; 
prohibition  of  exculpatory  clauses. 

745.10  Documentation  of  informed  consent. 

745.11  Submission  and  certification  of 
applications  and  proposals — general 
.assurances. 

745.12  Submission  and  certification  of 
applications  and  proposals — special 
assurances. 

745.13  Applications  and  proposals  lacking 
definite  plans  for  involvement  of  human 
subjects. 

745.14  Applications  and  proposals 
submitted  with  the  intent  of  not  involving 
human  subjects. 

745.15  Evaluation  and  disposition  of 
applications  and  proposals. 

745.16  Cooperative  activities. 


745.17  Investigation  of  new  drug  30-day 

delay  requirement. 

745.18  Institution’s  executive  responsibility. 

745.19  Institution’s  records;  confidentiality. 

745.20  Reports. 

745.21  Early  termination  of  awards; 

evaluation  of  subsequent  applications 

and  proposals. 

745.22-  Conditions. 

Authority:  Sec.  105(a)  Energy 
Reorganization  Act  of  1974.  Pub.  L.  93-433. 

§745.1  Applicability. 

(a)  The  regulations  in  this  part  are 
applicable  to  all  Department  of  Energy 
(DOE)  agreements  including,  but  not 
limited  to,  grants  and  contracts 
supporting  research,  development,  and 
related  activities  within  the  United 
States  and  its  territories  in  which  human 
subjects  are  involved. 

(b)  For  agreements  supporting 
activities  outside  the  United  States  and 
its  territories  in  which  human  subjects 
are  involved,  the  requirements  of  this 
part  shall  apply  to  the  maximum  extent 
practicable  as  determined  by  the 
Secretary  on  a  case-by-case  basis, 
taking  into  account  the  relevant  laws 
and  practices  of  the  foreign  nation  in 
which  the  activity  will  be  conducted. 

(c)  The  Secretary  may,  from  time-to- 
time,  determine  in  advance  whether 
specific  programs,  methods,  or 
procedures  to  v/hich  this  part  is 
applicable  place  subjects  at  risk,  as 
defined  in  §  745.3(b).  Such 
determinations  will  be  published  as 
notices  in  the  Federal  Register  and  will 
be  included  in  an  appendix  to  this  part. 

§745.2  Policy. 

(a)  Safeguarding  the  rights  and 
welfare  of  human  subjects  in  activities 
supported  under  DOE  agreements  is 
primarily  the  responsibility  of  the 
institution  which  receives,  or  is 
accountable  to  DOE  for  the  funds 
awarded  for  the  support  of  the  activity. 
In  order  to  provide  for  the  adequate 
discharge  of  this  institutional 
responsibility,  it  is  the  policy  of  DOE 
that  no  activity  involving  human 
subjects  within  the  United  States  and  its 
territories  supported  by  DOE 
agreements  shall  be  undertaken  unless 
an  Institutional  Review  Board  (IRB)  has 
reviewed  and  approved  such  activity, 
and  the  institution  has  submitted  to 
DOE  certification  of  such  review  and 
approval,  in  accordance  with  the 
requirements  of  this  part. 

(b)  This  review  shall  determine 
whether  these  subjects  will  be  placed  at 
risk,  and,  if  risk  is  involved,  whether, 

(1)  The  risks  to  the  subject  are  so 
outweighed  by  the  sum  of  the  benefit  to 
the  subject  and  the  importance  of  the 
knowledge  to  be  gained  as  to  warrant  a 
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decision  to  allow  the  subject  to  accept 
these  risks; 

(2)  The  rights  and  welfare  of  any  such 
subjects  will  be  adequately  protected: 

(3)  Legally  effective  informed  consent 
will  be  obtained  by  adequate  and 
appropriate  methods  in  accordance  with 
the  provisions  of  this  part,  and 

(4)  The  conduct  of  the  activity  will  be 
reviewed  at  timely  intervals. 

(c)  No  agreement  involving  human 
subjects  shall  be  awarded  to  an 
individual  unless  he  is  affiliated  with  or 
sponsored  by  an  institution  which  can 
and  does  assume  responsibility  for  the 
subjects  involved. 

§  745.3  Defintitions. 

(a)  “Institution”  means  any  public  or 
private  institution  or  agency  (including 
Federal.  State,  and  local  government 
agencies). 

(b)  "Subject  at  risk”  means  any 
individual  who  may  be  exposed  to  the 
possibility  of  injury,  including  physical, 
psychological,  or  social  injury,  as  a 
consequence  of  participation  as  a 
subject  in  any  research,  development,  or 
related  activity  which  departs  from  the 
application  of  those  established  and 
accepted  methods  necessary  to  meet  his 
needs,  or  which  increases  the  ordinary 
risks  of  daily  life,  including  the 
recognized  risks  inherent  in  a  chosen 
occupation  or  field  of  service. 

(c)  “Informed  consent”  means  the 
knowing  consent  of  an  individual  or  his 
legally  authorized  representative  so 
situated  as  to  be  able  to  exercise  free 
power  of  choice  without  undue 
inducement  or  any  element  of  force, 
fraud,  deceit,  duress,  or  other  form  of 
constraint  or  coercion.  The  basic 
element  of  information  necessary  to 
such  consent  include: 

(1)  A  fair  explanation  of  the 
procedures  to  be  followed  and  their 
purposes,  including  identification  of  any 
procedures  which  are  experimental: 

(2)  A  description  of  any  attendant 
discomforts  and  risks  reasonably  to  be 
expected: 

(3)  A  description  of  any  benefits 
reasonably  to  be  expected: 

(4)  A  disclosure  of  any  appropriate 
alternative  procedures  that  might  be 
advantageous  for  the  subject; 

(5)  An  offer  to  answer  any  inquiries 
concerning  the  procedures:  and 

(6)  An  instruction  that  the  person  is 
free  to  withdraw  his  consent  and  to 
discontinue  participation  in  the  project 
or  activity  at  any  time  without  prejudice 
to  the  subject. 

(d)  “DOE”  means  the  Department  of 
Energy. 

(e)  “Secretary”  means  the  Secretary  of 
Energy  or  any  other  officer  or  employee 


of  DOE  to  whom  authority  has  been 
delegated. 

(f)  “Agreement”  means  a  grant, 
contract,  cooperative  agreement,  or  any 
other  instrument  imder  which  DOE 
provides  funds  or  other  resources  for 
projects  or  efforts  involving  human 
subjects. 

(g)  “DHHS”  means  the  Department  of 
Health  and  Human  Services. 

(h)  “Approved  assurance”  means  a 
document  that  fulfills  the  requirements 
of  this  part  and  is  approved  by  the 
Secretary  of  Energy  or  the  Secretary  of 
Health  and  Human  Services. 

(i)  “Human  subject”  means  an 
individual  about  whom  an  investigator 
(whether  professional  or  student) 
conducting  research  obtains  (1)  data 
through  intervention  or  interaction  with 
the  person,  or  (2)  identifiable 
information. 

(j)  “Certification”  means  the  official 
institutional  certification  to  DOE  in 
accordance  with  the  requirements  of 
this  part  that  a  project  or  activity 
involving  human  subjects  at  risk  has 
been  reviewed  and  approved  by  the 
institution  in  accordance  with  the 
“approved  assurance”  on  file  at  DOE  or 
DHHS. 

(k)  “Legally  authorized 
representative”  means  an  individual  or 
judicial,  or  other  body  authorized  under 
applicable  law  to  consent  on  behalf  of  a 
prospective  subject  to  such  subject’s 
particpation  in  the  particular  activity  or 
procedure. 

§  745.4  Submission  of  assurances. 

(a)  Except  as  provided  in  paragraph 

(b)  of  this  section,  recipients  or 
prospective  recipients  of  DOE  support 
under  any  agreement  involving  human 
subjects  shall  provide  written  assurance 
acceptable  to  the  Secretary  that  they 
will  comply  with  DOE  requirements  as 
set  forth  in  this  part,  including  the 
requirement  that: 

(l)  A  statement  of  compliance  with 
DOE  requirements  for  initial  and 
continuing  Institutional  Review  Board 
review  of  t’ne  supported  activities:  and 

(2)  A  set  of  implementing  guidelines, 
including  identification  of  the  Board  and 
a  description  of  its  review  procedures; 
or  in  the  case  of  special  assurance 
concerned  with  single  activities  or 
projects:  a  report  of  initial  findings  of 
the  Board  and  of  its  proposed  continuing 
review  procedures. 

(b)  Recipients  or  prospective 
recipients  of  DOE  support  under  any 
agreement  involving  human  subjects 
who  have  on  file  with  DHHS  an 
approved  general  assurance  pursuant  to 
45  CFR  Part  46  will  be  considered  to 
have  an  approved  general  assurance  on 
file  with  DOE.  Those  recipients  meeting 


this  requirement  shall,  in  lieu  of  the 
requirements  of  paragraph  (a)  of  this 
section,  submit  a  dociunent  to  DOE 
stating  that  they  presently  have  an 
approved  general  assurance  on  file  with 
DHHS. 

(c)  Such  assurance  under  paragraph 
(a)  of  this  section  or  document  under 
paragraph  (b)  of  this  section  shall  be 
executed  by  an  individual  authorized  to 
act  for  the  institution  and  to  assume  on 
behalf  of  the  institution  the  obligations 
imposed  by  this  part  and  shall  be  filed 
in  such  form  and  manner  as  the 
Secretary  may  require. 

§  745.5  Types  of  assurances. 

(a)  General  assurance.  A  general 
assurance  is  a  comprehensive  plan  for 
implementation  procedures  applicable 
to  all  DOE-supported  activities 
conducted  by  an  institution,  regardless 
of  the  number,  location,  or  types  of  its 
components  or  field  activities.  General 
assurances  will  be  required  from 
institutions  having  a  significant  number 
of  concurrent  DOE-supported  projects  or 
activities  involving  human  subjects. 

(b)  Special  assurances.  A  special 
assurance  describes  the  review  and 
implementation  procedures  applicable 
to  and  reports  the  findings  of  the 
Institutional  Review  Board  on  an 
activity  or  project.  A  special  assurance 
will  not  be  solicited  or  accepted  from  an 
institution  which  has  on  file  with  DOE 
or  DHHS  an  approved  general 
assurance. 

(c)  No  individual  may  receive 
Department  support  for  research 
covered  by  these  regulations  unless  he 
or  she  is  affiliated  with  or  sponsored  by 
an  institution  which  assumes 
responsibility  for  the  research  under  an 
assurance  satisf^ng  the  requirements  of 
this  part. 

§  745.6  Minimum  requirements  for  general 
assurances. 

General  assurances  shall  be 
submitted  in  such  form  and  manner  as 
the  Secretary  may  require.  In  order  to 
satisfy  the  requirements  of  these 
regulations,  a  general  assurance  shall 
provide  specifically  for  the  following: 

(a)  A  statement  of  principles  which 
will  govern  the  institution  in  the 
discharge  of  its  responsibilities  for 
protecting  the  rights  and  welfare  of 
subjects.  This  may  include  appropriate 
existing  codes,  declarations,  or 
statements  of  basic  ethical  principles 
formulated  by  the  institution  itself.  It  is 
to  be  understood  that  no  such  principles 
supersede  DOE  policy  or  applicable  law. 

(b)  An  Institutional  Review  Board  or 
Board  structure  which  will  conduct 
initial  and  continuing  reviews  in 
accordance  with  the  policy  outlined  in 
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§  745.2.  Such  a  Board  or  Board  structure 
shall  meet  the  following  requirements: 

(1)  The  Board  must  be  composed  of 
not  less  than  five  persons  with  varying 
backgrounds  to  assure  complete  and 
adequate  review  of  activities  commonly 
conducted  by  the  institution.  The  Board 
must  be  sufficiently  qualified  through 
the  maturity,  experience,  and  expertise 
of  its  members,  and  sufficient  diversity 
of  the  members  as  to  racial  and  cultural 
backgrounds,  to  promote  respect  for  its 
advice  and  counsel  for  safeguarding  the 
rights  and  welfare  of  human  subjects.  In 
addition  to  possessing  the  professional 
competence  necessary  to  review  specific 
activities,  the  Board  must  be  able  to 
ascertain  the  acceptability  of 
applications  and  proposals  in  terms  of 
institutional  commitments  and 
regulations,  applicable  law,  standards  of 
professional  conduct  and  practice,  and 
community  attitudes.  The  Board  must, 
therefore,  include  persons 
knowledgeable  in  these  areas.  If  a  Board 
regularly  reviews  research  that  has  an 
impact  on  a  vulnerable  category  of 
subjects,  then  the  Board  should  have 
one  or  more  individuals  who  are 
primarily  concerned  with  the  welfare  of 
these  subjects. 

(2)  The  Board  members  shall  be 
identified  to  DOE  by  name;  earned 
degrees,  if  any;  position  or  occupation; 
representative  capacity;  and  by  other 
pertinent  indications  of  experience,  such 
as  certification,  licenses,  etc.  sufficient 
to  describe  each  member’s  chief 
anticipated  contributions  to  the  Board’s 
deliberations.  Any  employment  or  other 
relationship  between  each  member  and 
the  institution  shall  be  identified,  i.e., 
full-time  employee,  part-time  employee, 
member  of  governing  panel  or  board, 
paid  consultant,  or  unpaid  consultant. 
Changes  in  the  Board  membership  shall 
be  reported  to  DOE  in  such  form  and  at 
such  times  as  the  Secretary  may  require. 

(3)  Each  Board  shall  include  at  least 
one  licensed  physician,  one  scientist, 
and  at  least  one  individual  whose 
primary  concerns  are  in  a  nonscientific 
area  (e.g.,  a  lawyer  or  a  member  of  the 
clergy). 

(4)  No  member  of  a  Board  shall  be 
involved  in  either  the  initial  or 
continuing  review  of  an  activity  in 
which  he  has  a  conflicting  interest, 
except  to  provide  information  requested 
by  the  Board. 

(5)  No  Board  shall  consist  entirely  of 
persons  who  are  officers,  employees,  or 
agents  of,  or  are  otherwise  associated 
with  the  institution,  apart  from  their 
membership  on  the  Board. 

(6)  No  Board  shall  consist  entirely  of 
members  of  a  single  professional  group, 
nor  entirely  of  men,  nor  entirely  of 
women. 


(c)  Procedures  which  the  Board  will 
follow: 

(1)  Conducting  its  initial  and 
continuing  review  of  research  and 
reporting  its  findings  and  actions  to  the 
investigator  and  the  institution,  (i)  for 
determining  which  projects  require 
review  more  often  than  annually  and 
which  projects  need  verification  from 
sources  other  than  the  researchers  that 
no  material  changes  have  occurred  since 
initial  Board  review,  (ii)  to  insure 
prompt  reporting  to  the  Board  of 
proposed  changes  in  an  activity  and  of 
unantiepated  problems  involving  risks  to 
subjects  or  others,  and  (iii)  to  insure  that 
any  such  problems,  including  adverse 
reactions  to  biologicals,  drugs, 
radioisotope  labelled  drugs,  or  medical 
devices,  are  promptly  reported  to  the 
Department.  These  procedures  may  be 
promulgated  by  the  institution  or  by  the 
Board,  if  this  authority  is  delegated  to  it 
by  the  institution. 

(2)  Board  review  of  proposed  research 
at  convened  meetings  at  which  a 
majority  of  the  members  of  the  Board 
are  present,  including  at  least  one 
member  whose  primary  concerns  are  in 
nonscientific  areas,  except  when  an 
approved  expedited  review  procedure  is 
utilized.  In  order  for  the  research  to  be 
approved,  it  must  receive  the  approval 
of  a  majority  of  those  members  present 
af  the  meeting.  The  Board  shall  notify 
investigators  and  the  institution  in 
writing  of  its  decision  to  approve  or 
disapprove  the  proposed  research 
activity,  or  of  modifications  required  to 
secure  Board  approval  of  the  activity.  If 
the  Board  decided  to  disapprove  a 
research  activity,  it  shall  include  in  its 
written  notification  a  statement  of  the 
reasons  for  its  decision  and  give  the 
investigator  an  opportunity  to  respond 
in  person  or  in  writing. 

(3)  Maintenance  of  appropriate 
records,  including  information  on  Board 
members  required  by  paragraph  (c)(2)  of 
this  section,  copies  of  proposals 
reviewed  and  approved,  sample  consent 
forms,  minutes  of  Board  meetings, 
progress  reports  submitted  by 
investigators,  reports  of  injuries  to 
subjects,  and  records  of  continuing 
review  activities.  These  records  must  be 
accessible  for  inspection  by  DOE 
representatives  and  retained  for  at  least 
five  years  after  completion  of  the 
research,  or  such  longer  period  as  may 
be  specified  by  program  requirements. 
Minutes  must  be  in  sufficient  detail  to 
show  attendance  at  Board  meetings,  the 
number  of  members  voting  for  and 
against  these  actions,  and  the  basis  for 
the  actions  (including  a  written 
summary  of  the  discussion  of 
substantive  issues  and  their  resolution). 


(4)  Provision  for  meeting  space  and 
sufficient  staff  to  support  the  Board’s 
review  and  recordkeeping  duties. 

(5)  The  quorum  of  the  Board  shall  be 
defined,  but  may  in  no  event  be  less 
than  a  majority  of  the  total  membership 
duly  convened  to  carry  out  the  Board’s 
responsibilities  under  the  terms  of  the 
assurance. 

(d)  Procedures  which  the  institution 
will  follow  to  maintain  an  active  and 
effective  Board  and  to  implement  its 
recommendations. 

§  745.7  Minimum  requirments  for  special 
assurances. 

In  order  to  satisfy  the  requirements  of 
these  regulations,  an  acceptable  special 
assurance  shall: 

(a)  Identify  the  specific  agreement 
involved  by  its  full  title  and  by  the  name 
of  the  activity  or  project  director, 
principal  investigator,  fellow,  or  other 
person  immediately  responsible’  for  the 
conduct  of  the  activity. 

(b)  Include  a  statement,  executed  by 
an  appropriate  institutional  official, 
indicating  that  the  institution  has 
established  an  Institutional  Review 
Board  satisfying  the  requirements  of 

§  745.6(b). 

(c)  Describe  the  makeup  of  the  Board 
and  the  training,  experience,  and 
background  of  its  members  as  required 
by  §  745.G(b)(2). 

(d)  Describe  the  risks  to  subjects  that 
the  Board  recognizes  as  inherent  in  the 
activity,  and  if  subjects  will  be  placed  at 
risk,  justify  its  decision  that  these  risks 
are  so  outweighed  by  the  sum  of  the 
benefit  to  the  subject,  and  the 
importance  of  the  knowledge  to  be 
gained,  as  to  warrant  the  Board’s 
decision  to  permit  the  subject  to  accept 
these  risks. 

(e)  If  subjects  will  be  placed  at  risk, 
describe  the  informed  consent 
procedures  to  be  used,  and  attach 
samples  of  the  documentation  to  be 
required  under  §  745.10. 

(f)  Describe  procedures  which  the 
Board  will  follow  to  insure  prompt 
reporting  to  the  Board  of  proposed 
changes  in  the  activity,  and  of  any 
unanticipated  problems  involving  risks 
to  subjects  or  others,  to  insure  that  any 
such  problems,  including  adverse 
reactions  to  biologicals,  drugs, 
radioisotope-labelled  drugs,  or  to 
medical  devices,  are  promptly  reported 
to  DOE. 

(g)  Indicate  at  what  time  intervals  the 
Board  will  meet  to  provide  for 
continuing  review.  Such  review  must 
occur  no  less  than  annually. 

(h)  Be  signed  by  the  individual 
members  of  the  Board  and  be  endorsed 
by  an  appropriate  institutional  official. 


Federal  Register  /  Vol.  45,  No.- 229  /  Tuesday,  November  25,  1980  /  Proposed  Rules 


78603 


§  745.8  Evaluation  and  disposition  of 
assurances. 

(a)  All  assurances  submitted  in 
accordance  with  §  §  745.6  and  745.7  shall 
be  evaluated  by  the  Secretary  through 
such  officers  and  employees  of  DOE  as 
he  determines  to  be  appropriate.  The 
Secretary's  evaluation  shall  take  into 
consideration,  among  other  pertinent 
factors,  the  adequacy  of  the  proposed 
Institutional  Review  Board  in  light  of  the 
anticipated  scope  of  the  applicant 
institution’s  activities  and  the  types  of 
subject  populations  likely  to  be 
involved,  the  appropriateness  of  the 
proposed  initial  and  continuing  review 
procedures  in  light  of  the  probable  risks, 
and  the  size  and  complexity  of  the 
insitution. 

(b)  On  the  basis  of  his  evaluation  of 
an  assurance,  pursuant  to  paragraph  (a) 
of  this  section,  the  Secretary  shall 
approve  or  disapprove  the  assurance,  or 
enter  into  negotiations  to  develop 
approvable  assurance.  With  respect  to 
approved  assurances,  the  Secretary  may 
determine  the  period  during  which  any 
particular  assurance  or  class  of 
assurances  shall  remain  effective  or 
otherwise  condition  or  restrict  his 
approval.  With  respect  to  negotiations, 
the  Secretary  may,  pending  completion 
of  negotiations  for  a  general  assurance, 
require  an  institution,  otherwise  eligible 
for  such  an  assurance,  to  submit  special 
assurances. 

§  745.9  Obligation  to  obtain  informed 
consent;  prohibition  of  exculpatory 
clauses. 

Any  institution  proposing  to  conduct 
research  involving  subjects  at  risk  is 
obligated  to  obtain  and  document 
legally  effective  informed  consent.  No 
such  informed  consent,  oral  or  written, 
obtained  under  an  assurance  provided 
pursuant  to  this  part  shall  include  any 
exculpatory  language  through  which  the 
subject  is  made  to  waive,  or  to  appear  to 
waive,  any  of  his  legal  rights,  including 
any  release  of  the  institution  or  its 
agents  from  liability  for  negligence. 

§  745.10  Documentation  of  informed 
consent. 

The  actual  procedure  utilized  in 
obtaining  legally  effective  informed 
consent  and  the  basis  for  Institutional 
Review  Board  determinations  that  the 
procedures  are  adequate  and 
appropriate  shall  be  fully  documented. 
The  documentation  of  consent  will 
employ  one  of  the  following  three  forms; 

(a)  ^ovision  of  a  written  consent 
document  embodying  all  of  the  basic 
elements  of  informed  consent.  This  may 
be  read  to  the  subject  or  to  his  legally 
authorized  representative,  but  in  any 
event  he  or  his  legally  authorized 


representative  must  be  given  adequate 
opportunity  to  read  it.  This  document  is 
to  be  signed  by  the  subject  or  his 
representative.  Sample  copies  of  the 
consent  form,  as  approved  by  the  Board, 
are  to  be  retained  in  its  records. 

(b)  Provision  of  a  “short  form"  written 
consent  document  indicating  that  the 
basic  elements  of  informed  consent  have 
been  presented  orally  to  the  subject  or 
his  legally  authorized  representative. 
Written  summaries  of  what  is  to  be  said 
to  the  subject  are  tt  be  approved  by  the 
Board.  The  short  form  is  to  be  signed  by 
the  subject  or  his  legally  authorized 
representative  and  by  a  witness  to  the 
oral  presentation  and  to  the  subject’s 
signature  or  that  of  his  representative.  A 
copy  of  the  approved  summary, 
annotated  to  show  any  additions,  is  to 
be  signed  by  the  persons  ofHcially 
obtaining  the  consent  and  by  the 
witness.  Copies  of  the  form  and  the 
summary  shall  be  supplied  to  the  subject 
or  to  his  representative.  Sample  copies 
of  the  consent  form  and  of  the 
summaries  as  approved  by  the  Board 
are  to  be  retained  in  the  Board’s  records. 

(c)  Modification  of  either  of  the 
primary  procedures  outlined  in 
paragraphs  (a)  and  (b)  of  this  section. 
Granting  of  permission  to  use  modified 
procedures  imposes  additional 
responsibility  upon  the  Board  and  the 
institution  to  establish:  (1)  That  the  risk 
to  any  subject  is  minimal,  (2)  That  use  of 
either  of  the  primary  procedures  for 
obtaining  informed  consent  would 
surely  invalidate  objectives  of 
considerable  immediate  importance,  and 

(3)  That  any  reasonable  alternative 
means  for  attaining  these  objectives 
would  be  less  advantageous  to  the 
subjects.  The  Board’s  reasons  for 
permitting  the  use  of  modified 
procedures  must  be  individually  and 
specifically  documented  in  the  minutes 
and  in  reports  and  Board  actions  to  the 
files  of  the  institution.  All  such 
modifications  should  be  regularly 
reconsidered  as  a  function  of  continuing 
review  and  as  required  for  annual 
review,  with  documentation  of 
reaffirmation,  revision,  or 
discontinuation,  as  appropriate. 

(d)  In  those  cases  when  new 
information  is  provided  to  the  subject 
during  the  course  of  the  research,  the 
information  shall  be  reviewed  and 
approved  by  the  Board  and  a  copy 
retained  in  its  records. 

§  745.1 1  Submission  and  certification  of 
applications  and  proposals— general 
assurances. 

(a)  Timely  review.  Any  institution 
having  an  approved  general  assurance 
shall  indicate  in  each  application  or 
proposal  for  support  of  activities 


covered  by  this  part  (or  in  a  separate 
document  submitted  with  such 
application  or  proposal]  that  it  has  on 
file  with  DOE  or  DHHS  such  an 
assurance.  In  addition,  no  DOE  funds 
will  be  awarded  for  a  proposal  until  the 
institution  has  certified  that  the  research 
proposal  has  been  reviewed  and 
approved  by  the  Institutional  Review 
Board.  In  the  event  the  Secretary 
provides  for  the  performance  of 
institutional  review  of  an  application  or 
proposal  after  its  submission  to  DOE, 
processing  of  such  application  or 
proposal  by  DOE  will  under  no 
circumstances  be  completed  until  such 
institutional  review  and  approval  has 
been  certified. 

(b)  In  order  to  give  its  approval,  the 
Institutional  Review  Board  must 
determine  that  all  of  the  following 
requirements  are  satisfied: 

(1)  The  research  methods  are 
appropriate  to  the  objectives  of  the 
research  and  the  field  of  study. 

(2)  Selection  of  subjects  is  equitable, 
taking  into  account  the  purposes  of  the 
research. 

(3)  Risks  to  subjects  are  minimized  by 
using  the  safest  procedures  consistent 
with  sound  research  design. 

(4)  Risks  to  subjects  are  reasonable  in 
relation  to  anticipated  benefits  to 
subjects  and  to  maintain  the 
confidentiality  of  data. 

(5)  There  are  adequate  provisions  to 
protest  the  privacy  of  subjects  and  to 
maintain  the  confidentiality  of  data. 

(c)  Except  where  the  institution 
determines  that  human  subjects  are  not 
involved,  the  application  or  proposal 
should  be  appropriately  certified  in  the 
space  provided  on  forms,  or  the 
following  certification,  should  be  typed 
on  the  lower  or  right-hand  margin  of  the 
page  bearing  the  name  of  an  official 
authorized  to  sign  or  execute 
applications  or  proposals  for  the 
institution. 

Human  Subjects:  Reviewed,  Approved. 

Signed — Date 

(d)  Applications  and  proposals  not 
certified.  Applications  and  proposals  not 
properly  certified,  or  submitted  as  not 
involving  human  subjects  and  found  by 
the  operating  agency  to  involve  human 
subjects,  will  be  returned  to  the 
institution  concerned, 

§  745.12  Submission  and  certification  of 
applications  and  proposals— special 
assurances. 

(a)  Except  as  provided  in  paragraph 
(b)  of  this  section,  institutions  not 
having  an  approved  general  assurance 
shall  submit  in  or  with  each  application 
or  proposal  for  support  of  activities 
covered  by  this  part  a  separate  special 
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assurance  and  certification  of  its  review 
and  approval  of  the  research  by  the 
Institutional  Review  Board. 

(b)  If  t^e  Secretary  so  provides,  the 
assurance  which  must  be  submitted  in 
or  with  the  application  or  proposal 
under  paragraph  (a)  of  this  section  need 
satisfy  only  the  requirements  of  §  745.7 
(a)  and  (b).  Under  such  circumstances, 
processing  of  such  application  or 
proposal  by  DOE  will  not  be  completed 
until  a  further  assurance  satisfying  the 
remaining  requirements  of  §  745.7  has 
been  submitted  to  DOE. 

(c)  An  assurance  and  certification 
prepared  in  accordance  with  this  part 
and  approved  by  DOE  shall  be 
considered  to  have  met  the  requirement 
for  certification  for  the  initial  agreement 
period  concerned.  If  the  terms  of  the 
agreement  recommend  additional 
support  periods,  each  application  or 
proposal  for  continuation  or  renewal  of 
support  must  satisfy  the  requirements  of 
this  section  or  §  745.11  whichever  is 
applicable  at  the  time  of  its  submission. 

§  745.13  Applications  and  proposals 
lacking  definite  plans  for  involvement  of 
human  subjects. 

Certain  types  of  applications  or 
proposals  are  submitted  with  the 
knowledge  that  subjects  are  to  be 
involved  within  the  support  period,  but 
definite  plans  for  this  involvement 
would  not  normally  be  set  forth  in  the 
application  or  proposal.  These  include 
such  activities  as  (a)  institutional-type 
grunts  where  selection  of  projects  is  the 
responsibility  of  the  institution,  (b) 
training  grants  where  training  projects 
remain  to  be  selected,  and  (c)  research, 
pilot,  or  developmental  studies  in  which 
human  subjects’  involvement  depends 
upon  such  things  as  the  completion  of 
instruments,  prior  animal  studies,  or 
upon  the  purification  of  compounds. 
These  applications  need  not  be 
reviewed  by  an  Institutional  Review 
Board  before  an  award  may  be  made. 
However,  no  human  subjects  may  be 
involved  in  any  project  supported  by  ’ 
ihese  awards  until  the  project  has  been 
reviewed  and  approved  by  the 
Institutional  Review  Board  as  provided 
in  these  regulations,  and  certification 
submitted  to  DOE. 

§  743.1 4  Appiicdtions  and  proposals 
submitted  with  the  Intent  of  not  involving 
human  subjects. 

If  an  application  or  proposal  does  not 
anticipate  involving  or  intend  to  involve 
human  subjects,  no  certification  should 
be  included  with  the  initial  submission 
of  the  application  or  proposal.  In  those 
instances,  however,  when  later  it 
becomes  appropriate  to  use  all  or  part  of 
awarded  funds  for  one  or  more  activities 


which  will  involve  subjects,  each  such 
activity  shall  be  reviewed  and  approved 
by  the  Institutional  Review  Board,  as 
provided  in  these  regulations.  In 
addition,  no  such  activity  shall  be 
undertaken  until  the  institution  has 
submitted  to  DOE:  (a)  A  certification 
that  the  activity  has  been  reviewed  and 
approved  in  accordance  with  this  part, 
and  (b)  A  detailed  description  of  the 
proposed  activity  (including  any 
protocol,  revised  statement  of  work  or 
similar  document).  Also,  where  support 
is  provided  by  project  grants  or 
contracts,  subjects  shall  not  be  involved 
prior  to  certification  and  institutional 
receipt  of  DOE  approval  and,  in  the  case 
of  contracts,  prior  to  negotiation  and 
formal  amendment  of  the  contract 
statement  of  work. 

§  745. 1 5  Evaluation  and  disposition  of 
applications  and  proposals. 

(a)  Notwithstanding  any  prior  review, 
approval,  and  certification  by  the 
institution,  all  applications  or  proposals 
submitted  to  DOE  involving  human 
subjects  at  risk  shall  be  evaluated  by 
the  Secretary  for  compliance  with  this 
part  through  such  officers  and 
employees  of  DOE  as  he  determines  to 
be  appropriate.  For  applications  or 
proposals  involving  subjects  at  risk,  this 
evaluation  shall  take  into  account, 
among  other  pertinent  factors,  the 
apparent  risks  to  the  subjects,  the 
adequacy  of  protection  against  these 
risks,  the  potential  benefits  of  the 
activity  to  the  subjects  and  to  others, 
and  the  importance  of  the  knowledge  to 
be  gained. 

(b)  Disposition.  On  the  basis  of  his 
evaluation  of  an  application  or  proposal, 
pursuant  to  paragraph  (a)  of  this  section, 
and  subject  to  such  approval  or 
recommendation  by  or  consultation  with 
appropriate  councils,  committees,  or 
other  bodies  as  may  be  required  by  law, 
the  Secretarj'  shall  approve  or 
disapprove  the  application  or  proposal, 
or  enter  into  negotiations  to  develop  an 
approvable  one.  With  respect  to  any 
grant  or  contract  award  or  other 
agreement,  the  Secretary  may  impose 
conditions,  including  restrictions  on  the 
use  of  certain  procedures  or  certain 
subject  groups,  or  requiring  use  of 
specified  safeguards  or  informed 
consent  procedures  when  in  his 
judgment  such  conditions  are  necessary 
for  the  protection  of  human  subjects. 

§745.16  Cooperative  activities. 

Cooperative  activities  are  those  which 
involve  institutions  in  addition  to  the 
institution  having  an  agreement  with 
DOE  (herein  referred  to  as,  though  not 
limited  to,  a  grantee  or  prime 
contractor).  Examples  of  cooperative 


activities  are  those  of  a  contractor  under 
a  grantee  or  of  a  subcontractor  under  a 
prime  contractor.  If,  in  such  instances, 
the  grantee  or  prime  contractor  obtains 
access  to  all  or  some  of  the  subjects 
involved  through  one  or  more 
cooperating  institutions,  the  basic  DOE 
policy  applies  and  the  grantee  or  prime 
contractor  remains  responsible  for 
safeguarding  the  rights  and  welfare  of 
the  subjects. 

(a)  Institutions  with  approved  general 
assurances.  Initial  and  continuing 
review  by  the  institution  may  be  carried 
out  by  one  or  a  combination  of 
procedures: 

(1)  Cooperating  institution  with 
approved  general  assurance.  When  the 
cooperating  institution  has  on  file  with 
DOE  or  DHHS  an  approved  general 
assurance,  the  grantee  or  prime 
contractor  may,  in  addition  to  its  own 
review,  request  the  cooperating 
institution  to  conduct  an  independent 
review,  and  to  report  its 
recommendations  on  those  aspects  of 
the  activity  that  concern  individuals  for 
whom  the  cooperating  institution  has 
responsibility  under  its  own  assurance 
to  the  gi’antee's  or  prime  contractor’s 
Institutional  Review  Board.  The  grantee 
or  prime  contractor  may,  at  its 
discretion,  concur  with  or  further  restrict 
the  recommendations  of  the  cooperating 
institution.  It  is  the  responsibility  of  the 
grantee  or  prime  contractor  to  maintain 
communication  with  the  Boards  of  the 
cooperating  institution.  However,  the 
cooperating  institution  shall  promptly 
notify  the  grantee  or  contracting 
institution  whenever  the  cooperating 
institution  finds  the  conduct  of  the 
project  or  activity  within  its  purview  to 
be  unsdtisafactory. 

(2)  Cooperating  institution  with  no 
approved  general  assurance.  When  the 
cooperating  institution  does  not  have  an 
approved  general  assurance  on  file  with 
DOE  or  DHHS,  DOE  may  require  the 
submission  of  a  general  or  special 
assurance  which,  if  approved,  will 
permit  the  grantee  or  prime  contractor  to 
follow  the  procedure  outlined  in  the 
preceding  subparagraph. 

(3)  Interinstitutional  joint  review.  The 
grantee  or  prime  contracting  institution 
may  wish  to  develop  an  agreement  with 
cooperating  institutions  to  provide  for 
an  Institutional  Review  Board  with 
representatives  from  cooperating 
institutions.  Representatives  of 
cooperating  institutions  may  be 
appointed  as  ad  hoc  members  of  the 
grantee  or  contracting  institution’s 
existing  Institutional  Review  Board  or,  if 
cooperating  is  on  a  frequent  or 
continuing  basis,  as  between  a  medical 
school  and  a  group  of  affiliated 
hospitals,  appointments  for  extended 


Federal  Register  /  Vol.  45,  No.  229  /  Tuesday,  November  25,  1980  /  Proposed  Rules 


78605 


periods  may  be  made.  All  such 
cooperative  arrangements  must  be 
approved  by  DOE  or  DHHS  as  part  of  a 
general  assurance,  or  as  an  amendment 
to  a  general  assurance. 

(b)  Institutions  with  special 
assurances.  While  responsiblity  for 
initial  and  continuing  review  necessarily 
lies  with  the  grantee  or  prime 
contracting  institution,  DOE  may  also 
require  approved  assurance  from  those 
cooperating  institutions  having 
immediate  responsibility  for  subjects.  If 
the  cooperating  institution  has  on  file 
with  DOE  or  DHHS  an  approved  general 
assurance,  the  grantee  or  prime 
contractor  shall  request  the  cooperating 
institution  to  conduct  its  own 
independent  review  of  those  aspects  of 
the  project  or  activity  which  will  involve 
human  subjects  for  which  it  has 
responsibility.  Such  a  request  shall  be  in 
writing  and  should  provide  for  direct 
notification  of  grantee’s  or  prime 
contractor’s  Institutional  Review  Board 
in  the  event  that  the  cooperating 
insitution’s  Board  finds  the  conduct  of 
the  activity  to  be  unsatisfactory.  If  the 
cooperating  institution  does  not  have  an 
approved  general  assurance  on  file  with 
DOE  or  DHHS,  it  must  submit  to  DOE  a 
general  or  special  assurance  which  is 
determined  by  DOE  to  comply  with  the 
provisions  of  this  part. 

§  745.17  Investigational  new  drug  30-day 
delay  requirement 

Where  an  institution  is  required  to 
prepare  or  to  submit  a  certification 
under  these  regulations,  and  the 
application  or  proposal  involves  an 
investigational  new  drug  within  the 
meaning  of  the  Food,  Drug,  and 
Cosmetic  Act,  the  drug  shall  be 
identified  in  the  certification,  together 
with  a  statement  that  the  30-day  delay 
required  by  21  CFR  312.1(a](2]  has 
elapsed  and  the  Food  and  Drug 
Administration  has  not,  prior  to 
expiration  of  such  30-day  interval, 
requested  that  the  sponsor  continue  to 
withhold  or  to  restrict  use  of  the  drug  in 
human  subject;  or  that  the  Food  and 
Drug  Administration  has  waived  the  30- 
day  delay  requirement  provided, 
however,  that  in  those  cases  in  which 
the  30-day  delay  interval  has  neither 
expired  nor  been  waived,  a  statement 
shall  be  forwarded  to  DOE  upon  such 
expiration,  or  upon  receipt  of  a  waiver. 
No  certification  shall  be  considered 
acceptable  until  such  statement  has 
been  received. 

§  745.18  Institution's  executive 
responsibility. 

Specific  executive  functions  to  be 
conducted  by  the  institution  include 
policy  development  and  promulgation 


and  continuing  indoctrination  of 
personnel.  Appropriate  administrative 
assistance  and  support  shall  be 
provided  for  the  Board’s  functions. 
Implementation  of  the  Board’s 
recommendations  through  appropriate 
administrative  action  and  follow-up  is  a 
condition  of  DOE  approval  of  an 
assurance.  Board  approvals,  favorable 
actions,  and  recommendations  are 
subject  to  review  and  to  disapproval  or 
further  restriction  by  the  institution 
officials.  Board  disapprovals, 
restrictions,  or  conditions  cannot  be 
rescinded  or  removed  except  by  action 
of  a  Board  described  in  the  assurance 
approved  by  DOE  or  DHHS. 

§  745.19  Institution's  records; 
confidentiality. 

(a)  Copies  of  all  documents  presented, 
or  required  for  initial  and  continuing 
review  by  the  Institutional  Review 
Board,  and  documents  such  as  Board 
minutes,  records  of  subject’s  consent, 
transmittals  on  actions,  instructions,  and 
conditions  resulting  from  Board 
deliberations  addressed  to  the  activity 
director,  are  to  be  retained  by  the 
institution  permanently  unless 
permission  is  obtained  from  the 
Secretary  to  destroy  specific  records. 

(b)  Except  as  otherwise  provided  by 
law,  information  in  the  records  or 
possession  of  an  institution  acquired  in 
connection  with  an  activity  covered  by 
this  regulation,  which  information  refers 
to  or  can  be  identified  with  a  particular 
subject,  may  not  be  disclosed  except: 

(1)  With  the  consent  of  the  subject  or 
his  legally  authorized  representative,  or 

(2)  As  may  be  necessary  for  the 
Secretary  to  carry  out  his 
responsibilities. 

§  745.20  Reports. 

Each  institution  with  an  approved 
assurance  shall  provide  the  Secretary 
with  such  reports  and  other  information 
as  the  Secretary  may,  from  time-to-time, 
prescribe. 

§  745.21  Early  termination  of  awards; 
evaluation  of  subsequent  applications  and 
proposals. 

(a)  If,  in  the  judgment  df  the  Secretary, 
an  institution  has  failed  materially  to 
comply  with  the  terms  of  these 
regulations  with  respect  to  a  particular 
DOE  agreement,  the  Secretary  may 
require  that  said  agreement  be 
terminated  or  suspended. 

(b)  In  evaluating  applications  or 
proposals  for  support  of  activities 
covered  by  this  part,  the  Secretary  may 
take  into  account,  in  addition  to  all  other 
eligibility  requirements  and  program 
criteria,  such  factors  as:  (1)  Whether  the 
applicant  has  been  subject  to  a 
termination  or  suspension  under 


paragraph  (a)  of  this  section;  (2)  whether 
the  applicant,  offeror,  or  the  person  who 
would  direct  the  scientific  and  technical 
aspects  of  an  activity  has,  in  the 
judgment  of  the  Secretary,  failed 
materially  to  discharge  his,  her,  or  its 
responsibility  for  the  protection  of  the 
rights  and  welfare  of  subjects  in  his,  her, 
or  its  care  (whether  or  not  DOE  funds 
were  involved):  and  (3)  whether,  where 
past  deficiencies  have  existed  in 
discharging  such  responsibility, 
adequate  steps  have,  in  the  judgment  of 
the  ^cretary,  been  taken  to  eliminate 
these  deficiencies. 

§  745.22  Conditions. 

The  Secretary  may,  with  respect  to 
any  agreement  or  any  class  of 
agreements,  impose  additional 
conditions  prior  to  or  at  the  time  of  any 
award  when  in  his  judgment  such 
conditions  are  necessary  for  the 
protection  of  human  subjects. 
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